
Von: <strum@www.prostatepointers.org>
An: "P2P_P2P" <p2p@prostatepointers.org>
Betreff: Re: [p2p] Advice Request for Recurrent PCa
Datum: Samstag, 27. September 2003 15:23

From: Stephen B. Strum MD
Medical Oncologist Specializing in Prostate Cancer
To: Richard Voss
Worktime for Response: 1:50 PM to 2:45 PM

----- Original Message ----- 
From: "RICHARD VOSS" <Richard5150@msn.com>
To: "p2p" <p2p@prostatepointers.org>
Sent: Sunday, September 14, 2003 1:11 PM
Subject: [p2p] Advice Request for Recurrent PCa

<<Dear Doctors: Following is my PC Digest. Any comments or suggestions that
you may have will be much appreciated:

PC Digest, Richard V.,Age 61 Primary Treatment
08/00: Routine PX, DRE Nodule left lobe, bPSA 8.0, Age 58>>

One day, in a far distant galaxy, we will learn that proactive medicine and
"assaying" the patient with PSA levels, plotted on a graph over time with
slope determinations, along with an annual DRE (digital rectal examination)
and a host of other "SYSTEM CHECKS" will save millions of lives and billions
of dollars, not to mention making a lot of people happier to be alive and
well.  It is such a simple concept that could alter mankind's natural
history and yet we give so little priority to an issue as important as
health.

Take Home Lesson 1. DRE and PSA should begin at age 40 in men with no risk
factors for PC and earlier (age 35 or earlier) for men with a family history
of prostate cancer, breast cancer or occupational exposure that makes them
at greater risk (airline pilot, agent orange exposure, cadmium exposure,
selenium deficiency, etc)

<<10/00: DX-GS 4/4 Moderate to poorly differentiated Adenocarcinoma The
tumor material takes up approx. half of the tissue submitted Report verified
by different pathologist >>

Take Home Lesson II. It is not the NUMBER of second opinions but the quality
of the first or second opinion that is most important.

<<11/00: CT Pelvis and abdomen w & wo contrast, Bone Scan Complete=No
Evidence for metastases CS =T2BNOMO, PSA 10.2, DRE(Oncologist) 50gm
prostate>>

A 50 gram prostate would be associated with about 3.3 ng of PSA. That leaves
you with roughly 7 ng of excess PSA.  With a Gleason score of 8, the PSA



leak is ~ 2.0. That would give you a tumor volume calculation of 7 divided
by 2 or 3.5 cc.

Here is PSA leak material:

Table 1: PSA Leak vs Weighted Gleason Grade

Gleason Grade (Weighted)        PSA leak Rounded Off (exact)
5                                                       1    (0.93)
4.5                                                    1.5 (1.36)
4                                                       2    (1.99)
3.5                                                    3    (2.92)
3                                                       4    (4.26)
2.5                                                    6    (6.23)
2                                                       10  (9.12)
1.5                                                    15  (13.33)
1                                                       20  (19.49)

In the above, the Gleason Grade is half the GS. It is weighted in the sense
that if you had multiple biopsies showing various
cores with differing Gleason scores, that would be taken into account into
giving you an average Grade. If both the cores are
(3,3), it makes no difference. The average GG would of course be 3.

Here is where the GS is very important in elaborating on the weight we give
the PSA during the initial evaluation of the patient. I
have seen patients present with GS of 9 and 10 with low levels of PSA and
yet large tumor volumes.

Here is material relating tumor volume to cure:

CORRELATION OF TUMOR VOLUME AT RP AND BIOCHEMICAL RELAPSE POST-RP
Tumor Volume at RP (cm3)             Biochemical Failure Rates Post RP
0.5-2.0                                               14 %
2.0-6.0                                               39 %
6.0-12.0                                             67 %
>12.0                                                 97%

(The Excel software program for tumor volume at www.pcri.org shows these
relationships clearly. The program requires the bPSA, GV, GS, PSA leak
(calculated from the GG) to give you benign and PC related PSA and tumor
volume).

Therefore, post RP, given the volume by itself, you would have an ~ 40%
chance for recurrent (or persistent) PC.

<<12/00: Begin Casodex for 4 months
01/01: Begin Zoladex for 8 months
02/01: PSA 1.1
03/01: Brachytherapy 40 seeds
04/01: Begin 25 daily radiation treatments
06/01: PSA 0.69 >>



Assuming for the moment that your ADT(androgen deprivation therapy) was
successful in driving down the testosterone to < 20 (don't know because no
measurements done), then the PSA of 0.69 has not dropped below 0.5 per work
of Zelefsky nor has it reached undetectable levels (< 0.05) per our work.  I
would therefore feel that this situation is one in which OCD(organ confined
disease) is not present and that RT will not eradicate the PC.

<<08/01: Last Zoladex injection(1mo)
09/02: 6 month follow-up: PSA 0.30 DRE Radiation Oncolgist=Firmness on left
lobe ,none on right DRE Oncologist=Firmness on left lobe Follow-up Treatment
(New Doctors)
01/02: PSA 1:01 >>

I am not clear what 6 month follow-up is in relation to (mentioned above);

Above PSA of 1.01 is 9 mos post completion of RT.  Continued cell death can
occur after RT to 18 months and often beyond.

<<03/02: PSA 2.86, DRE(Urologist) 25gm prostate, possible slight fullness
left lobe>>

Increase to 2.86 and a progressive rise from 0.3 to 1.01 to 2.86 is
worrisome for systemic disease. Knowing what the testosterone levels were
for 9/02 or later would be helpful. I am assuming testosterone is back to
normal.

<<06/02: PSA 4.93, Restart Zoladex (3 mo) o7/03: DRE(Oncologist) prostate
small, PAP 2.4 >>

Never start Zoladex or Lupron without first blocking the androgen receptor
to prevent flare. Flare, both biochemical and clinical are real phenomena.
This is discussed in "A Primer on Prostate Cancer, The Empowered Patient's
Guide".  Whenever ADT involving an LHRH agonist like Lupron or Zoladex is
used, Flare should be blocked to prevent tumor growth.  I would have
preferred to use ADT(androgen deprivation therapy) with at least 3 agents
and also have tested for fasting prolactin level and perhaps even used
Dostinex (ADT3 involves anti-androgen, LHRH agonist and proscar or avodart;
ADT4 involves the same plus Dostinex.)

Take Home Lesson III: You can't intelligently use ADT(androgen deprivation
therapy) unless you measure to see if AD is accomplished.  This is a
no-brainer but still is not done by 95% of docs using ADT.

Take Home Lesson IV: You need to check the androgen indepedent tumor markers
such as CGA, NSE, CEA and PAP whcn evaluating a patient with a high Gleason
score.

<<09/02: PSA 1.1
12/02: PSA 0.71
03/03: PSA 1.1
06/02: PSA 1.2 >>



Again, a serum testosterone is critical here to know if you have truly
failed to lower the PSA to < 0.05.

<<09/03: PSA 2.2, Urologist suggest that if PSA goes up again on 12/03
probably start additional meds Symptoms: Increased achyness/pressure in
prostate area, inconsistent Burning/achyness near hip joints, upper arm, and
upper thigh.>>

The status of the bone has been ignored. Prostate disease is affected by
bone-derived growth factors.

Take Home Lesson V: The Natural History of PC is Altered by Bone Derived
Growth Factors.  Patients diagnosed with PC have osteoporosis until proven
otherwise:

Smith MR, McGovern FJ, Fallon MA, et al:  Low bone mineral density in
hormone-naïve men with prostate carcinoma. Cancer  91:2238-45, 2001.

Hematology-Oncology Division, Massachusetts General Hospital, Boston,
Massachusetts 02114, USA. smith.matthew@mgh.harvard.edu

BACKGROUND: The objective of this study was to determine the prevalence of
low bone mineral density in men with prostate carcinoma and no history of
androgen-deprivation therapy.

METHODS: The authors conducted a cross-sectional study in 41 hormone-naïve
men with locally advanced, lymph node positive, or recurrent prostate
carcinoma and no radiographic evidence of bone metastases. Bone mineral
density of the total hip, posterior-anterior (PA) lumbar spine, and lateral
lumbar spine was determined by dual-energy X-ray absorptiometry (DXA) using
a densitometer. Trabecular bone mineral density of the lumbar spine was
determined by quantitative computed tomography (QCT). Bone mineral density
results were expressed in standard deviation units relative to young adult
men (T score) and relative to age-matched men (Z score).

RESULTS: Fourteen of 41 men (34%; 95% confidence interval [95% CI], 20-51%)
had T scores < -1.0 at one or more skeletal sites by DXA, 12 of 41 men (29%;
95% CI, 16-42%) had T scores between -1.0 and -2.5, and 2 of 41 men (5%; 95%
CI, 1-17%) had T scores < -2.5. Thirty-nine of 41 men (95%; 95% CI, 83-99%)
had T scores < -1.0 by QCT, 13 of 41 men (31%; 95% CI 18-48%) had T scores
between -1.0 and -2.5, and 26 of 41 men (63%; 95% CI, 47-78%) had T scores
< -2.5. T scores for trabecular bone mineral density of the lumbar spine
were significantly lower than T scores for either the total hip (P < 0.001)
or the PA lumbar spine (P < 0.001). The mean Z score for trabecular bone
mineral density of the lumbar spine was -0.7 +/- 0.9. Hypogonadism,
hypovitaminosis D, and dietary calcium intakes below the Recommended Daily
Allowance were observed in 20%, and 17%, and 59% of study participants,
respectively.

CONCLUSIONS: Many hormone-naïve men with prostate carcinoma have low bone
mineral density. QCT is a more sensitive method than DXA for diagnosing low



bone mineral density in this patient population. Trabecular bone mineral
density is lower than expected for age and risk factors for osteoporosis are
common.   PMID: 11413511

Note, that in the SAME patients, QCT determined that OSTEOPOROSIS was
present in 63% of men versus a pickup by DEXA of osteoporosis of only 5%.
QCT picked up 32% of men with osteopenia vs 29% using DEXA. Abnormal bone
density (either osteopenia or osteporosis) was diagnosed in 95% of men using
QCT vs 34% of men using DEXA.

Dr. Scholz and I verifed this in our private practice and started our
evaluation before Smith et al. However, they were able to do their study in
a short time via Mass General. Here is our study results:

Quantitative Computerized Tomography in Prostate Cancer
Stephen B. Strum, Mark C. Scholz

Introduction and Objective: Increasing publications have recently focused on
the importance of the bone micro-environment in prostate cancer (PC). Bone
loss leads to osteopenia and osteoporosis, which is associated with
morbidity and mortality and health care costs of $327 million per day.
Moreover, bone loss is associated with release of bone-derived growth
factors believed to facilitate and enhance bone metastases. Smith et al
(Cancer 91:2238, 2001) compared DEXA with quantitative CT QCT) bone mineral
density (BMD) in hormone-naive PC. Using QCT, osteoporosis was found in 63%
of patients and osteopenia in 32% of patients. In contrast, the same
patients studied with DEXA had only 5% osteoporosis and 29% osteopenia. We
report a community study of PC patients evaluated by both modalities to
evaluate this important observation by Smith et al.

Methods: 14 patients in a community practice of PC patients were evaluated
with both DEXA and QCT BMD. Of 14 patients, 7 were hormone naive and 7 had
prior androgen deprivation therapy. Since only lumbar spine BMD is routinely
evaluated by QCT, comparisons between the T score of the lumbar spine using
QCT versus DEXA were made. In patients where a major difference between QCT
and DEXA was found, efforts were made to obtain routine lumbar spine x-rays.

Results: Using QCT technology, 14 of 14(100%) patients studied had either
osteopenia or osteoporosis per WHO definitions. Of 14 patients, 7(50%) had
osteoporosis and 7(50%) had osteopenia. Using DEXA in the same patients, 55%
had either osteopenia or osteoporosis. In these 14 patients using DEXA, 1
(5%) had osteoporosis while 7 had osteopenia. The average T score using QCT
was -2.65. The average T score of the lumbar spine using DEXA was -1.1. In 4
patients that had T scores more than 2 standard deviations apart comparing
QCT with DEXA, we were able to obtain plain lumbar x-rays in 3. These showed
moderate to extensive degenerative joint disease.

Conclusions: Quantitative CT bone densitometry is superior to DEXA in
evaluating bone density in middle to older age patients with PC. The DEXA
scan, considered to be the "gold standard" in BMD, is known to be
significantly affected by arthritic changes and vascular calcifications and
falsely "normalizes" the actual BMD. In light of the significance of bone



integrity in the natural history of PC, QCT bone densitometry should be the
preferred method of investigation.

Therefore, Take Home Lesson VI: Evaluate the Status of Bone Integrity in Men
with PC, at Diagnosis and Certainly if ADT has begun.

Do a Pyrilinks-D (Dpd) urine test.

Call Jon McDermed at DPC (1-800-986-1001 ext 7038) or email
info@dpconline.com to obtain information on where you can obtain the
Pyrilinks-D (Dpd) urine test.

Do a QCT density:
Call Mindways 1-877-646-3929 (www.qct.com)  or Image Analysis at
1-800-548-4849 (www.image-analysis.com) for QCT sites near you.

After above done, start a bisphosphonate compound per your doc and a
comprehensive bone supplement.
Suggestions: either Ultra Bone Up by Jarrow or Bone Assure by Life
Extension. Either can be obtained via Life Extension at 1-866-820-7457 or
www.lefprostate.org .

<< Fleeting, minor spikes of pain radiating up from lower pelvis to lower
abdomen Other health issues: Moderate COPD DX 08/00,>>

The COPD may be worsened by the Anemia of Androgen Deprivation as well as
muscle changes during ADT.

Take Home Lesson VII: Support the patient during all phases of Treatment. If
the patient is significantly anemic, find the cause and correct the anemia.
See my chapter in Disease Prevention and Treatment 2003 by Life Extension
at:

http://www.lef.org/protocols/prtcl-138.shtml

The Disease Prevention and Treatment book contains a wealth of information
in addition to my chapter on PC.  It can be obtained via Life Extension at
www.lefprostate.org.

<< ressection mole DX Melanoma in situ right arm Current Meds: Nasacort,
Clarinex 5mg, Sudafed240, Advair 250mg/50mg Questions and concerns: Does the
rapid increase in PSA(nearly doubling in 3 months)while on Zolades suggest
that anything else should be done at this time or wait until PSA results
12/03?  Are any additional test appropriate at this time? Have an
appointment to consult with Oncologist 10/01/02 Thank you ever so much,
Richard V.>>

I believe that there is a lot that should be done RIGHT now.  The short PSA
doubling time (PSADT) is consistent with systemic disease.

Evaluation of the tumor cell popuation is in order and a change of therapy



is in order Now, not in 3 months.

Read "A Primer on Prostate Cancer, The Empowered Patient's Guide" on
Androgen Independent PC (AIPC) assuming that when your testosterone level is
obtained it is indicating the testosterone to be less than 20 ng/dl.

Take care of the issues of bone integrity and supportive care (possibly the
use of Procrit; the use of a bisphosphonate).

Go to the PCRI website at www.pcri.org and find PCRI INSIGHTS on the top
menu and download the July 2002 issue and read starting on page 2 Strategy
of Success in the Treatment of Prostate Cancer.  Support the PCRI. It is an
outstanding organization that has helped thousands of men with PC.  Your
donations to the PCRI are tax-deductible since it is a 501C3 non-profit
organization.

My wishes to you for success,

Stephen B. Strum MD
Medical Oncologist Specializing in Prostate Cancer

=-=-=-=-=-=-=
Material posted here is intended for educational purposes only, and
must not be considered a substitute for informed medical advice from
your own physician.
=-=-=-=-=-=-=

Get the resources you need to make informed decisions about treatment
options -- improved by the addition of over 50 new scientific studies.
Visit http://www.cancerprofiler.nexcura.com/Interface.asp?CB=66

=-=-=-=-=-=-=

Newsworthy at cancerfacts.com:

Doubling PSA after treatment predicts survival
http://www.cancerfacts.com/Home_News.asp?NewsId=1577&CB=14&CancerTypeId=4

=-=-=-=-=-=-=
Visit the Prostate Events Calendar at
http://www.prostatepointers.org/calendar/index.phtml
 


